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PROZAC®
FLUOXETINE HYDROCHLORIDE
DESCRIPTION
Prozac® (Fluoxeune Hydrochlornide) 1s an antidepressant for oraf on, it 1s ch lated to
tricyche, or other ‘?‘ ents It 1s designated (+)-| N'methy1 3-phenyt-3-[(0, 0,a-
lnfluoro-p-tolyi)o Ipropylamime hydrochlonde and has the empincal formula of Cy7H,gF;NO-HC! its molecular

weight is 345 79 The structural formula 1s

F,C O— CHCH,CH,NHCH, HCi

Fluoxetine hydrochlonde is a white to off-white crystalline solid with a 4 mg/mL in water
Each Pulvule® contains fi ivalent to 10 mg (323umo|) 20 (64 7 pmol), or
40mg(1293pmol)omuoxehneThePulvulesalsocommnstard\ gelann silicone, titant ide, iron .
and other inactive ingredients. The 10 mg and 20mgPuNulesalsocomamFD&CBlueNoI and the 40 mg
PuwulealsoeomamsFD&CBluoNo1andFD&CYeIIWNo.G

Each tablet y quivalent to 10 mg (32.3 pmof) of fiuoxetine The tablets also
contan mecrocrystatine celiuk b

ypropy titanium
dioxide, polyethylene glycol, andyellowumnoxide lnadd‘monlOMeabovemgredients.mwmgtabletoontains
FD&CBIueNo1 ! and p

The oral ﬂuoxetme quivalent 10 20 mg/S mL (64 7 umol) of fluoxetine Nt also
contains alcohol 0 23%, benzoic acid, ﬁavonng agent, gly 3 water, and

CLINICAL PHARMACOLOGY

Pnannaoodynamks
The ibul chons of fi d to be

and
I-nkadmnsiruhltnnonofCNSneuvomlup(aksofsemtonm Smo?esatdmmnyrelevamaosesnmnhave
demonstrated that fluoxetine blocks the uptake of serotonin into human platelets Studies in animals also
suggest that fluoxstine is a much more potent uptake inhibrtor of serotonin than of noreptnephnne.
of e, g, and da, di gl receptors' has been hypothesized to be

an
rug; Fluoxehne bmds to these and other membrane feceplors from brain tissue much less potenﬂy n vitro than
tricychic drugs

Metabolism, and
S_mqmgg_ﬂmmmm—lnman loilowm%asmgleoralwmgdose peak plasma concentrations of
fiuoxetine from 15 to 55 L are observed after 6 to 8 hours

The Putvule, tablet, oral solution dosa bmrsofﬂuoxemaam Food does not
affect the sy of fi gea hm

fi may be Mwwmnbod

Emdnﬂndm—mmwmemmnmmemzoomooo ng/ml, ap ty 94.5% of fluoxeti
is bound in vitro to human serum p: oy-gly

and
WMTWWWMMMSMWMNWMMMNW(W
recautions)
modeis, both :;Imomefs Iy andmpotenl( )Ot e i " ot
ol arg specific
‘moteslowtyandisﬂnpre&rmm

lm@andhas
is si iﬁcanﬂylasspotem the parent
dmgmﬂnhhhtmdsemnmumakamepdmawmeofelmmhmappeammbehepanc ism to
o Vi aﬂecﬂl Thedlmcal of the bolism of fi has
sevel oonsequencesthatmaypotannany uomnnes use.
Manammlmm%lm (about 7%) of poptdaho‘ghasredueed me metabolizing
enzyme cytochrome Suehmdmdmls as "poor such as
debrisoquin, dextromethorphan, and mamoydlcanudepmamslnamdyimdving and yniabeled
enantomers as a mammmm
hi ‘hl%’:r.3 ions of S-fi “ q ,mnmsdmmmshaady
werelowar metaboﬁsmofﬂ-ﬂlmmemﬁwse‘g:ornmboﬁzers normal When compared with
nwlabdzers.mmwmmmadysvated concentral of the 4 active enartiomers was

notsngmﬁwnﬂyyeaievamong by Thus, tp y awviﬁeswaessenﬁalym
ol (non-lID6) also e to the bofism of This exp

hcmfluoxaﬁne achlevesaslea&rx—sta than increasing without limit.
s tike that of a ber of other d: Imydicanddmer
involves the P450iD6 system, concomitam with drugs also

gmehboﬁzedbyﬂusenzymesystsm(swhaslhetrwcllcanbdepressams)mayleadmdmgmemabns(
'UQ uoder

cum w Eiminabon—The relatively stow of fi (ehmi half-lite of 1 to
adaysafterawteadm nonand4m6daysaﬂerd1romcadmlms1rabon)andnswﬁwmbor
norfluoxetine (elimination half-ife of 4 to 16 days after acute and chromc administraton), leads to slgnlﬂcant
accumulation of these active species in chronic use and delayed attainment of steady state, even when a fixed
dose is used After 30 days of dosing al40mgl plasma concentrations of fiuoxetine in the range of 91 to
302 ng/mL and norfluoxetine in the ral to 258 ng/mL have been observed Plasma concentrations of
fluoxetine were higher than those pr. ed by single-dose studies, b 's boll 15 not
proportional to dose Norfluoxetine, however, appears o have linear pharmacokinetics Its mean termunal half-
life after a single dose was 8 6 days and after multiple dosing was 9 3 days Steady state levels after prolonged
dosing are similar to levels seen at4-5weeks .~ . . w4

The long eimination half-lives of fluoxetine and norﬂuoxetme assure tha, even when dosing s stopped, active

drug substance will persist in the for weeks (pnmanly depending on individual patient charactenstics,
previous dosmg regimen, and lengtl prevlous mevapy al dlscontmuauon) Thvs I3 01 polenhal consequence
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activity essennally equnvalem to R or S-ﬂuoxehne Anorfiuoxetine sngmhcanny less potent than the parent
drug in the nhibition of serotonin uptake The primary route of elimination appears o be hepatic metabolism to
mactive metabolites excreted by the kidney

Clnical 1ssues Related to Metabolism/Eimination—The of the of fluoxetne has
several q Ihal may p atfect fii ‘s chrical use
Asubsei(abomm)oimepopulauonhasmduceda of the drug metabolizing
enzyme cytochrome P4501I06 Such indmiduals are referred to as “poor metabolizers® of drugs such as
debnisoquin, dextromethorphan, and the mcydlc amldepressams In a study nvolving labeled and unlabeled
enantiomers admirustered as a these at a slower rate and thus
er of S-fiuoxetine C th of Snorfi at steady state
were lower metabolism of R-iuaxetne in these pc metabohzersappearsnormalWhencomparedwm
normal metabolizers, the total sum at steady state of comenuahmsnfme4acuvsenarmanerswas
notsugmﬁcanﬁygreateramongpoormetabol Thus, the net y were “me
ys (non-lID6) also tbute to the bofism of i This

howﬂuoxehne ad\aevesasteady -state rather than g without hrit,
fluc ﬁkettmofanumberofomereompoundsmdudingtncydlcandomer
selective serotonin anndepmssants nvolves the P450lD6 system, concomitant therapy with drugs also
metabohzed by this enzyme system (sueh as the tncyclic antdepressants) may lead to drug interactions (see

D

g —The rel ly slow el of i {etmunation half-life of 1 to
3 days after acute administration and 4 to 6 days after chronic administrabon) and s actve metabolite,
norfluoxetine {elimination half-iife of 4 to 16 days after acute and chronic leads to
accumulatsono'meseacuvespecuesmchromcuseanddelayedanammemofsteadystale even when a fixed
dose s used After 30 days of dosing at 40 mg/day, plasma of flucxatine in the nge of 91 to
302 ng/mL and norfluoxetne in the of to 258 ng/mi have been observed Plasma concentrations of
fluoxetine were higher than those predicted by single-dose studies, b 's bot Is not
proportional to dose Norfluoxetine, however, appears to have inear pharmacokinetics. Its mean terminal half-
lite after a single dose was 8 6 days and after muttiple dosing was 9 3 days Steady state levels after prolonged
dosing are similar to levels seen at 4-5 weeks

The long elimination half- lwesoiﬂuoxenneandnorﬁuoxmmmnematevenmmngusstopped active
drug substance will persist in the for weeks (| P g on .. dmdual patient Istics,
previous dosing regimen, and length of p Iherapy at d 15 of potential consequence
when drug discontinuation 13 required or when drugs are pvescribed that mlghl lmeram with fluoxetine and
norfiuoxetine following the discontinuation of Prozac.

—Asm?::lbepredactedfmnnsgmnarysmofmetabolm lrvapralmvemeanaﬁectm
i of fl half-iife of was ged i a study of cithotic patients, with
ameanoﬂsdayscomparedtonwrangeolzmadaysseenm without liver disease, norfluoxetine
eliminabon was also delayed, with a mean duration of 12 for anhotic patients ared to the range of
7m9daysinnonnalsul"?ectsmnssuggestsmmmem in with di must be
approached with caution to with liver di a lower or less frequent dose
should be used (see Precautions and Dosage and Admirustration)

Renat Disease —In depressed patients on dna!ysus (N=12), fluoxetine admunistered as 20 mg once daily for
two months produced steady-state fi to those
seen In panents with normal renal function Wh:le the possibility exsts that renally excreted metabohtes of
fiuoxetine may accumuiate to higher levels in patients with severe renal dysfunction, use of a lower or less
frequent dose Is not routinely y In renally (see Use in Patents with Concomtant
liness under Precautions and Dosage and Admmlslrahon)

Age—The disposition of single doses of fluoxetine n heamry eldefly subjects (greater than 65 years of age)
did not differ significantly from that in ger normal given the long half-ife and nonhinear
disposition of the drug, a single-dose study Is not adequa(e to mle out the possibility of altered pharmacokinetics
in the elderty, particularly f they have systemic lness or are recewvin mumpie drugs for concomitant diseases
The effects of age upon the of fl have been ir d in 260 eiderly but otherwise heatthy
depressed patients (2 60 years of age) who received 20 mg fiuoxetine for 6 weeks Combined luoxetne plus
norfluoxetine plasma concentrations were 209 3 + 85 7 ng/mi_ at the end of 6 weeks No unusual age-assoctated
pattern of adverse events was observed in those elderly patients

Chnical Tnals

Depression—The efficacy of Prozac for the of p with o (= 18 years of age) has
been sludned ns- and 6-week placebooomrolled tnals Prozac was shown 1o be significantly more effective than

the F Rating Scale (HAM-D) Prozac was also signfficantly more
effectve lhan placebo on the HAM-D subsoores for depressed mood, sleep disturbance, and the anxiety
subfactor

Two 6-week controiled studies comparnng Prozac, 20 mg, and placebo have shown Prozac, ZOSmdaiL
effective 1n the treatment of elderly patients (> 60 years of age) with depressm In these
produced a significantly hugher rate of and as defined by a 50% d
HAM-D score and a total endpoint HAM-D score of < 7 szac was well tolerated and the rate of treatmem
discontinuations due to adverse events did not differ between Prozac (12%) and placebo {9%)

A study was conducted involving d tp who had (modified HAMD-17 score of < 7
dunng each of the last 3 weeks of open—label and major d by DSM-II\-R criteria)
by the end of an inital 12-week open treatment phase on szac20mgldayrn\esepanems(N-298) were
randomized to continuation on double-biind Prozac 20 mg/day or placebo. At 38 weeks (50 total) a
statistically sigruficantly lower relapse rate (defined as symptoms sufficient to meet a diagnosis of

n for 2 weeks or a modified HAMD-!?moizIdbraweeks)msobsewedbvpanemstah\g
Pruzac compared to Ihose on plaoebo
Drsorder—The eff of Prozac for the for ob i

cﬁsotder(OCD) was demonstrated m two 13-week, muiticenter, paralle gloupsmdies {Studies 1 and 2} of adult
outpatients who received fixed Prozac doses of 20, 40, or 60 mg/day (on a day schedule, in the morrung)
or placebo Patients in both studies had moderate to severe OCD (DSM II| R), with mean baseline ratings on
the Yale-Brown Obsessive Compulsive Scale (YBOCS, totat score) vangmg from 221026 In Study 1, patents

Prozac mean redt o! units on the YBOC total score,
oompamdloaHmn reduction for p n Study 2, p Pro; d
reducnonsolapproxmtely4toQunleheYBOCSb!alm,mparsdtoalersducﬁonbrplacebo
patients While there was no md of a dose for 1adosa

relationship was observed in Study 2, mmmmencallybeﬁorresponsesmmez hlg
The following table provides the outcome classification by treatment group on the Clinical Global lmpressnon
{CGl) improvement scale for studies 1 and 2 combined-

Outcome Classification (%) on CGl | menl Scale for
Completers in of Two

Prozac
Outcome Classificaton Placebo 20 mg 40 mg 60 mg
Worse - 8% - 0% 0% 0%
No Change 64% 1% 33% 29%
Minimally improved 17% 23% 28% 24%
Much improved 8% 28% 2% 28%
Very Much Improved 3% 8% 12% 19%

Exploratory damsvmmmrmmwmmm:umawmrmwm
‘on the basis of age or sex.

Buhmia Nervosa—The eflectiveness of Prozac for the treatment of bufimia was demonstrated in two 8-week
and one 16-week, muiticenter, parallel group studies of adult outpatients meeting DSMHII-R criteria for bulimsa.
Patients in the 8-week studies recemved ether 20 mg/day or 60 dﬁozmmglacabommemmg.
Panomsmmeis-weekstudyreeewedaﬁxsdezacdosedsow (once a day) or placebo. Pabents in
these 3 studies had moderate to severe bulimia with medan
7m10perweekand5m9perweek.mspedwe!ylnmes9351udes szac,GOmg.unnmzomg.uas
week. The  signf ri eﬁectolsome plw:'bowaspv:s‘gmm ny week1ae$

vs eal as

&grsastedmroughomeacﬁstudy'fhegn::cm!a s

itton Dep namémsmaamamasumes,m
eﬁectas d by difk b Pmmc.ao , and placebo on median reduction from
baseline mn # of bulimic behaviors at fran"?bZepasodesperweekbr

md2(o4epssodesperweekbvvommngmesazaofm was related to baseline frequency, greater
reduchons seen tn patients with tugher b. Almoug.s from
binge-eating and purging as a result of treatment, for the majority, beneﬁrtwasapamalmbonhm
frequency of binge-eating and purging
INDICATIONS AND USAGE
I‘ Prozac is indicated for the of Theefﬁcacyomezacwasesrabﬁshedm

and 6-week tnals with depressed outpatients (> 18 years of diagnoses most closely
to the DSM-IIt (cumently DSM-IV) category 052 depressive b hgsond ressive disorder (see Clinical Tnals under Clmucal
Pharma

A major essive eprsode (DSM-IV) implies a p and (nearly every day for at
loast 2 weeks, depressedordysphoncnwodmatusuanymerbreswmmly!u , and mcludes at least
gn%t/me wing 9 symp P moodbsoiunereamtmmlmﬁes. hdmngemwag';}

o by d tatigue, feelin
gmno(womlessma sbwedﬂunldngorwpaxmdmmuon asubdeattemptovstmdahdeanm

The antidepressant action of Prozac has not been adequately stuched.

The efficacy of Prozac in ntick for lo38weeks|ollwm12weeksd
open—labelaunetreamem(SOvleeksml)mdevmmted tnal. The usefulness of
the drug in p g Prozac for perniods showdbereevaluatedpenodlcaﬂy(seeCImtcalTnals
under Iimical Pharmacology)

ol

—Prozac 1s indicated for the treatment of obsessions and compulstons in
p with . disorder (OCD), as defined m the DSM-III-R, ie, the obsessions or
compulsions cause marked dlslress are time-consuming, or significantty mterfere wih gocial or occupational
functioning  ~

The efficacy of Prozac was established in 13-week tnals with ob: i tp s whose
diagnoses corresponded most closely to the DSM-INN-R category of ¢ ompul d (see Chinical
Tnals under Chmical Pharmacology)
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Cihinical Thals®
__The efficacy of Prozac fof the treatment of patents with depression (2 18 years o1 agw) Loe
been s n5-and 6-week trotled trials Prozac was shown tobe sngmﬁoanﬂy more effective than
placebo as measured by the Hamilton Depression Ratng Scale (HAM~D) Prozac was also signhcantly
otfective than placebo on the HAM-D ‘subscores for depressed mood, sleep disturbance, and the anxety

subfactor
TFwo 6-week controlled studies comparing Prozac. 20 mg, @ placebo have shown Prozac, 20 s\u‘v:g‘ , tobe
eldery pate = depression in these es, 28C

nd
eﬁedlvehmemmmo( nts (; SOyearsoiage)vmh
respectivel
and placebo 9%]
(npd?ﬁedlsAM})-11sooreds7
depression by

mdueedaszgnmcanuymghermeohesponsemdfemssm defined
EiAM—Dscomanda\otalmdpomHAM—Dsoofedsvaoucwas
did 280
conducted
bﬁSweeksolopen‘hbe‘uewW“andaw majot DSM-lll-naiteﬂa)
mzmmnddav.mese patients N=208) were

mtdmerbemeenPro
{
«mm(sowmmmn.a
dha majol

"

as
Mmuaﬁoﬂsduetoammmm
invomngdepyessedompawmmhad

well

(12%)
endolanlnmanz-weekopenmunemPhaseon

ton on ue—b\mdezacmmgldayorplaoebo

to continual A
tower rel te(deﬁnedassymptomssu'ﬁdennometa

@f’&?&é%
= Prozac

tory analyses for age and gender eftects
on the basis of age of sex

Buhmia Nervosa—The & ness of Prozac for the teatment of pufimia was demonstrated n two 8-week
and one 16-week, mutticenter. paraliel group studies of adutt outpatients meeting DSM-II-R cntena fof
patients in the g-week studies 1 esther 20 mg/day of 60 mg/day of Prozac of placebo 0 the mom
Patients in the 16-week study receved 2 fixed Prozac dose ot 60 mg/day (once a placebo Patents

3 studves had moderate 10 severe bulmia with median fing and vormiing
7 to 10 per week and 5 0 9 per week, respectvely in these 3 studies, Prozac, 60 mg, bt not 20 mg, was
stahstically svgmﬁcanﬂy supenor to placebo N reducing the number of binge-eal! per
week. The statisticalty significant supenor @ mg vs placebo was present 8s early as week 1 and
elated reduction In bulimic eprsodes appeamd to be independent

pevsnsted ‘throughout ‘each study Prozac ¥
of ssed by the Hamitton ession Raung Scale In each of these 3 studes, the
cebo on med eduction from

pasehne depresston as asse!

tment effect, as measured DY dhfterences between Prozac, 60 mg. jan 1

paseline R frequency of bulmic behaviors at endpomt, ed from 110 2 episodes per week fof eatng
greatef

and2104 eprsodes per week for voriing The size of the effect was related t0 paseline frequency.
seen N patients with twghef baselne trequencies some patiel achieved freedom from

b and purging as a result of treatment, for the majonty. penefit was 2 partial reduction I the
frequency of binge-eating and purging
IND|CAT|0NS AND USAGE

Depression— Prozac 15 indicated for the treatment of gepresston The efficacy established in
§- and 6-week tnials with depre! outpatents (z 18 years of age) whose co most
to the psm-it (currenny DSM-IV) category of major depressive disorder (see Ctinrcal mals undef Chnical
Pharmacologv)

A major ressve episode (DSM-IV) implies & prormen
Jeast 2 weeks] depvessedofdyspmmmoodmalusuanylmemvesvnm " .andmdudesaueasl
ressed mood, ofntaredmusual ;, Sign! duanoehwetgr:‘

5dma|o\taw\n993ymptonﬁdev loss

and/or appeﬂte.insomma of hypersomma, psvctmmo' agitaton of ] hoT,

gumor,,,omuessness.sw«edmmkmg of impaired oonoeﬂtrabon.asulode atternpt

mﬁmd?mucmmspimﬂwdw@sedpammhasmlboenadequ&dyw.
response mmmmmmmg

The an!

The efficacy of Prozac in maintaining an amdepressant for up o

open-label acute weatment (50 woeks total) was demonst'Bted ina W;gowmd‘ed trial The usefuiness

the dng‘m patents receving Prozac for extended penods should be reevaluated penodicaw (sseolitwnl'l'mls
and compuisions in

under Chimical mnnamlog;a

owsssmmmpulsiva rder— Prozac¢ is ndcated for the treatment of obsessions

patents with obsesgve-cofﬂp\‘lslve disorder (OCD), 88 defined the DSM-I-R, @, the obsessions o
compuisions cause marked distress, are nme-consuming. of signmnuy interfere with social of occupal

functionng
The etficacy of Prozac was established M 13-week trials with obsessive
diagnoses corresponded most closely 10 the DSM-I-R category of obsesslve-oonpulsive disorder

Tnals under Ctinical Pharmacology)
ulsive disorder 18 characteﬂzed by recurrent and persns\em deas, thoughts, wmpulses, of
oful, and intentional behaviors

Obs!

images (ubsessmns) that aré ego-dyslomc andlof repetitive, purpos
(oompulsuons) that are recognized BY pe as oxcessive of unreasonable

The effectiveness of Prozac wn ton! term use, ie, tor more han 13 weeks, has not been systemancalw
gvaluated M lod trials refore, the physician who elects to usé Prozac fof @ penods
should penodicelly reevaluate the tong-term usetulness of the drug fof the mdmdual patient (s6€ Dosage and

Admlmsuaﬁm)
Bufirma Ne Bnﬂwodummmﬁdbweaﬁngmmﬁ

r0zac

vdﬂ\modememsevem bulimia nervosa.

TheemcacydProzacwasestabhshsdmsto16weekmalsbradullmaﬁw18wm\modemamsevera
e, at pefv:eekbrsnmﬁ\S(seoclh\wdTﬂalswmfcwcel
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PROZAC® (Fluoxetine Hydrochloride)

and/or at higher doses [see Ac j and Slow Eh 1 under Chimical Pharmacology]) should be
allowed after stopping Prozac before starting an MAO!

WARNINGS

Rash and Possibly Allergic Events—In US fluoxetine clmical tnals, 7% of 10,782 patients developed various
types of rashes and/os uricana. Among the cases of rash and/or uricana reported in premarketing chincal tnals,
almost a third were withdrawn from treatment because of the rash and/or systemic signs or symptoms assocrated
with the rash Chmical findings reported in association with rash include fever, leukocytosts, arthralgias, edema,
carpal tunnel syndrome, respiratory distress, lymphadenopathy, prc , and mild
Most patients nnproved promptly with discontinuation of fluoxetine and/or ad)unrmve treatment with anbhistamines
or steroids, and all patients expenencing these events were reported to recover completely

In premarketing clinical trials, 2 patients are known to have develop a serous IS SY |Ilness
In neither patient was there an unequivocal diagnosis, but 1 was cor d to have a leuk
and the other, a severe desquamating syndrome that was conswiered vanously to be a vasculttis or erythema
mutr Other p have had sy y suggestive of serum sickness

Since the mtroducnon of Prozac, sy events, p ty refated to have devel

with rash Although these events are rare, they may be senous, involving the lung, kidney, or Ilver Death has
been reported to occur In associtation with these systemic events
Anapg;tauotd events, including bronchospasm, angroederna, and urticana alone and m combination, have

Pulmonary events, including inflarnmatory processes of varying histopathology and/or fibrosis, have been
reparted rarely These events have occumred with dyspnea as the only preceding symptom
Whether these systemic events and rash have a common undertying cause or are due to different etiologies

or pathogenic processes ts not known Furthermore, a specific n%‘mununolognc basis for these events
has not been id Upon the of rash or of other possibly allergic phenomena for which an
ahernative etiology cannot be »dennﬁed Prozac should be disconbnued
PRECAUTIONS
General

Anxety and insompig—in US placebo-controtled clinical trials for depression, 12% to 16% of patients treated
mthszacand?%m%dpaﬁentsmmdmmmuomponadWeWMwou&mssotmsmma

In US placebo-controiled clinical tnals for was reported in 28% of
pabentsmodeszacm\dmzz%ofpanmtsmdeplaoeboArmeiywasmponedmiﬁoipaﬂems
treated with Prozac and in 7% of patients treated with placebo.

In US placebo-controfied clinical tnals for bufimia nervosa, insomnia was reported in 33% of pahents treated
with Prozac, 60 mg, and 13% of patents treated with placebo Anxiety and nervousness were reported
xpedwely 1n 15% and 11% of patients treated with Prozac, 60 mg, and in 9% and 5% of patients treated with

the most dh events iated with {incrd at least twice that for
placebo and at least 1% for Prozac i ciinical trials collecting only a pnmary event associated with
discontinuation) in US placebo-controlled fluoxetine clincal tnals were anxiety (2% n OCD), insomnia (1% in
bined and 2% in ), and ner (1% m d ) (see Table 3, below)
Altered Appetie and Weight— Signifi lloss. P Ihy munderwelgm depressed or bulimic patients
maybeanundesumbleresuﬂoltreaﬂwﬂwnh

InUSplacebo—cumoﬂeddmnelunlsbvdepresm Il%olpauemstrealedmerozacandz%ofpaﬁems
treated with rsg)ned ) ightlosswasveponedml4%dpaﬁerﬂs
treated with Prozac and os%dpammtedmmplacebo However, only rarely have patients discontmued
treatment with Prozac because of anorexia or wegn

lnus‘g‘acebo-wmolbddmlcalmalsbroc 17% of patients treated with Prozac and 10% of patients
treated o . reported pp ) One patient discontinued treatment with Prozac

InUs placebooonuolleddwcalmalsbrbtmmla nervosa, a%ofpahemstreatedwmwozac 60 mg, and 4%
of patients treated with placeb mnad appetite) Patients treated with Prozac, 60 mg, on
averagelostoﬁkgoompash&m:'d agahdomkgbypaﬂentsmted placebo in the 16-week double-

benmtoreddurin
Activation o I8 Usplambo-m clinical trials for dep /h .
was hot%dpanemstreatedwmﬁozacandoi%ofpanamsmtedwim

placebaAcvvaﬁono{
has also been reported in a small proportion of patients with Major Affective Disorder treated
with other marketed antidepressants
anSp‘aoabo—omnoﬂedeﬁmeelmlsbrOCD jahyp Wa was rep mos%oi treated

WMProzacandnopahemstreatedmm No reported in US placeb
controlled clinical brbulumalnaﬂUSProzacdinulmalsomollonzpaﬁemrepom

US placebo-controlled climical tnats for depression, corwulsions(ormtsdescnbedasposm

havmgbeensetzum)wemreponsdmm%ofpauemsmtedwlmszacandoz%of ts treated
No n US pi d chirucal trials for either OCD or bufimia in aft

Usmomoﬁmealmals,oz%ononz reported The p to be similar to

D Prozac should be ‘vmhcareln with a
hstovyof
Sucde

selzutes.

—The Maose ity of a sumo;g :l:skemm IS lnhm n depression and may perslstpumll sngnl\‘ieam"Jf
FemissIon OCcurs. rvision patents aooompan! ntial drug therapy Prescnptions
Prozac should be wnm:\um y of ggg tent management, in
ovder to reduce the risk of ovsrdose

of well rbidity b both OCD depress:onand bulimia and depression, the
same precautions observed when treating patients with depression should be observed when treating patients
wnhOODorbuﬁmh.

: Hall-Lives of Fluoxetine and lts Me the long elimmation half-fives
onheparmtdrugandns active metabolite, dxangesndomwmmbehmymﬂectedinpiasmabrsevaml
weeks, affecting both megesbvmmn)mﬁnddoseandmﬁmawa!fmmm(seew

—Clm:ealaxperiemewlﬁanzaclnpaherﬂsmhcormmm

emcnlnesslslumledCaubomsaMsablemusmngzacm with di that could
F!uoxemahasnotbeenevaiuatedormedtoam iable extent in p with a recent history of
Yy heart Patients with these di g were sy ctluded
from clinecal studies dur the product’s premarket testing However, the grams of 312 p
who received Prozac in inails were hy luated; no di I that
resulted in heart block were observed. The mean heart rate was reduced 3 b /

In subjects with airrhos:is of the liver, the clearances of fiuoxetine and tts l;ycme metabolite, norfluoxetine, were
decreased, thus Increasing the elmination half-lives of these substances A lower or less frequent dose shouid
be used in patients with cirrhosts

Studies in depressed patients on dalysts did not reveal excessive accumulation of fluoxgtne or norfluoxetine
n plasma (see Renal Disease under Chincal Pharmacology) Use-of a loweror less frégtient dose for renally

1s not y (see Dosage and Adminustration)

In pauenls with diabetes, Prozac may alter glycemic control Hypoglycermia has occurred duning therapy with
Prozac, and hyperglyoemua has developed followng discontinuation of the drug As Is true with many other types
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controlled chrnical tnais for buimia In all US Prozac chmical tnals, 0 7% of 10,782 patents reported
mama/hypomania

Seizyures—In US placebo-controlled chinical triats for depression, convulsions (or events described as possily
having been seizures) were reported n G 1% of patients treated with Prozac and 0 2% of &nerm treated with
BlaeeboNo hents reported convulsions m US placebo-controlled cinical tnials for esther or bulinua. In all

S Prozac climical tnals, 0 2% of 10,782 it The px g to be similar to
that associated with other marketed antdepressants. Prozac should be duced with care in p with a
history of seizures

M—ThepossibvﬁtyofastwdeanemmsmheMmdepressmmwnypemislmﬂsgth
renission occurs Close supervision of high nisk patients should accompany instial drug therapy Prescriptions for
i with good

Prozac should be wntten for the quantity of patient management, n
order to reduce the nsk of ove

Because of well d rhidity b both OCD and depression and bulimia and depression, the
same precautions observed when treating patients with depression should be cbserved when treating patients

with OCD or bulimua
Ihe Long Ehmination Half-Lives o oxetine and Its Metabolites of the long tion half-lives
oﬂheparemdmgandusma;oracuveme'abdne,dmngemndosewﬂmtbelunyreﬂededmplasmabrsevaml
weoks, affecting both strategies for ttration to final dose and withdrawal from treatment (see Chrcal
Pharmacology and Dosage and Admtrustrahon)
—Chrical expenence with Prozac n patents with concomtant
lemic iliness is kmited Caution 1 advisable in using Prozac in p with di or that could
metabolism or hemodynamic responses
Fluoxetine has not been evaluated or used to any bie extent in p with a recent history of
y dial infa or heart d Patients with these diag were fly {uded
from ctinical studies dunng the product's p rket testing Hc the ek g of 312
who recerved Prozac in double-blind tnals were retrosp ty |l no abnor that
resulted in heart block were observed The mean heart rate was red by app ly 3 beats/
In subjects with cirrhosis of the liver, the clearances of fluoxetine and its actrve metabolite, norfluoxetine, were
d , thus g the half-lves of these substances. A lower or less frequent shout
be used in patients with cirthosis

Studies in depressed patients on dialysts did not reveal i} of fluoxetine or norfl

n plasma (see Renal Disease under Clinical Pharmacology) Use of a lower or less frequent dose for renally
d 1S NOL roubnely r y (see Dosage and Adrministration)

Tn-pauents with diabetes, Prozac may alter gly control Hypogly has dunng
Prozac, and hypergly has developed following d of the drug As s true with many other types
of med n when taken ty by with diab msulin and/or oral hypoglycemic dosage may
need to be adjusted when therapy with Prozac 1s instituted or discontinued

pterierence With Cognitive and Motor Performance—Any psychoactive drug may impair judgment, thinking,
or motor skills, and patents should be cautioned about op ] hinery, including
until they are reasonably certan that the drug treatment does not affect them adversely

Inlorg.:agon for Patients—Physicians are advised 1o discuss the following issues with patients for whom they

prescribe Prozac:
use Prozac may impair judgment, thinking, or motor skills, patients should be advised to avoid driving
a car or operating hazardous machinery until they are reasonably certain that thewr performance 1 not
affected
Patients should be advised to inform thewr physician if they are taking o plan to take any presenption of
over-the-counter drugs, or alcohol
Pahents should be advised to notify their physician ff they become pregnant of Intend to become pregnant
dunng therapy
Patients should be advised to notity their physician if they are breast feeding an infant
Patents should be advised to notify thewr physician if they develop a rash or hives

Laboratory Tests—There are no specific laboratory tests recommended

Drug interactions—As with all drugs, the potential for interaction by a variety of mechanisms (eg,
pharmacodynamic, pharmacokinetic drug inhibition or enhancement, etc) is a possibiity {(see Accumulation and
Slow Ehmination under Clinical Pharmacology)

Drugs Metabolized by P450IID6 —Approximately 7% of the normal population has a genetic defect that leads
to reduced levels of activty of the cytochrome P450 1soenzyme P450iID6 Such indwiduals have been referred
1o as “poor metabolizers® of drugs such as debnsoquin, phan, and tncychic antidepressants Many
drugs, such as most antidep including f tine and other selective uptake inhibitors of serotonmn, are
metabolized by this 1s0enzyme, thus, both the pharmacolkunetic properties and relative proportion of metabolites
are altered in poor bolizers However, for i and its the sum of the plasma concentrations
of the 4 active s b poor and bol (see y in
Metabolism under Clinical Pharmacology)

Fluoxetine, ke other agents that are metabolized by P450HDS, inhibits the activity of this isoenzyme, and thus
may make normal metabolizers resemble "poor metabolizers * Therapy with 1s that are pred y
metabolized by the P4501DE system and that have a relatively narrow therapeutic mdex (see list below), should
be imitiated at the low end of the dose range If a patient is receving fluoxetine concurrently or has.taken it in the
previous 5 weeks Thus, hisher dosing requirements resemble those of "poor metabolizers * If fuoxetine I1s
added lo the treatment regimen of a patient alre: recetving a drug metabolized by P4501ID6, the need for
decreased dose of the ongmal medication should be considered Drugs with a narrow therapeutic index

therapy with

represent the greatest concern (eg, flecainde, and trcyclic D
—Irt an in vivo study imvolving co- of
fuoxetine with single doses ot lerlenadine (a cytoch P450I1A4 sub ), no in plasma
ribnadi 't d with In addition, n vitro studies have shown
ketoconazole, a potent mhibrtor of P450i1A4 activity, to be at least 100 tmes more potent than fluaxetine or
norfh tine as an inhibitor of the b of several sub for this Y mcluding
, and midazolam These data that fi 's extent of inhib of cytoch P450111A4
1s not likely to be of clinical significance
—The nsk of using Prozac in combinaton with other CNS active has not been
systematcal luated Noneth caution is d f the it of Prozac and such
drugs 1s required In dividual cases, d shouid be given to using lower inibial doses of the

concomitantly administered d?ugs, usmeonservaﬁve tiration schedules, and monitoring of clinical status (see
Accumulation and Slow Eliminabon under Clinical Pha

rmacology)
—Patients on stable doses of phenytoin and carbamazepine have deve?ed elevated
! cor and chrucal ant i toxicity K g

plasma antic
fluoxetine (reamntm da and
Antipsychotics — chrucal data suggests a ible ph dy or p

b specific reuptake hibrtors (SSRis) and antip Elevation of blood
levels of halopendol and clozapine has been observed in p ] i A
case hassug‘ﬁledr ible additive effects of and fi leading to bradycard

—The half-iffe of 1ty adm pam may be prolonged in some p

(so8 A and Siow EH under Climical Ph jogy) C of and

has ted d all and in further psychomotor

rformance decrement due to increased alprazolam levels
mlum——mewhavabeenmponsotbommeasedanddecreasedlmumlevebwhenmumwasused
concomitantly with fluoxetine Cases of lithium toxcity and increased serotonergic effects have been
reported Lithum levels should be monitored when these rugsarem::tmnlstergd
tr

9 Prozac i combnation with tryplophan experienced ac

+:

Other Antidepressants- studles.prevmsys'ablepiamalevelsolvmmanddesipvmm

have increased greater than 2 to 10-fold when tine has been ads mn This

mnfiuence may persist for three weeks or longer after fluoxetine 1s discontnued. Thus, the dose of tncyclic

antidepressant (TCA) may need to be reduced and plasma TCA concentrations need to be monitored
ly when fi 3 d or has been recently discontinued (see Accumulation and

Stow Elimination under Chrcal Pharmacology, and Drugs Metabolized by P450D6 wunder Drug

interactions)
W 'r’ b 5 Bound n —Beeauseﬂuoaéauneis
tightly bound to plasma protein, the administration of fluoxetine to a pa nt taking another drug that ﬂg‘hﬂy
boundtopmtexr}\ (eg, Coumadin, digrtoxin) may cause a shift i plasma L
effect N arh

pody 9

P y an
effects result from disptacement of protemn bound fluaxetine by other
Acuumula Show Ph':mnaoology)

tightly bound drugs (see on and Slow Elimination under Chnical
Warfann —Aftered ant g of , including d bleeding, have been reported when fiuoxetine
[ d 1. Patients "] therapy should recesve carefu! coagulation
g when s

or stopy

There are o chinical studies establishing the benefit of the combimed use of ECT
and fluoxetine There have been rare reports of prolonged n on f iving ECT
treatment.

or impasment of fertity with Prozac

The dietary admintstration of fluoxetine to rats and mice for 2 years at doses of up 10 10 and
12 y, respectively (approximately 1.2 and 0 7 times, ively, the d
dose [MRHD] of 80 mg
uoxet

of Fertifity—There 13 no ewd of

) y o 34

|

D] on a mg/m? basss), produced no evidence of carcinogemicity
Mulagenicity—Fi neandnomuoxeunehavebeensimntohavemgenomweﬁeasbasedmm
bnwmgsssaysbamonalmmanonassaxDNAmpairasayn ftured rat hepatocy mouse lymph
assay, and in vivo sister chromabd exchange assay in Chinese hamster bone marrow cells.

nmamm_gj_&njm—mohmnysmdiesmudednmtsaldosesdww75am 125%
(amalslyOQamlsm\esmeMRHDonawﬁbasns) d that had no adh
on

Pregnancy—Pregnancy Category C In embryo-fetal development studies in rats and rabbrts, there was no
evidence of teratogenicdy following administration of up to 125 and 15 mg/kg/day, respectively (15 and
36 tmes, respectively, the maximum recommended human dose [MRHD] of 80 mg on a mg/n¥ basis)
throughout organogenesis However, in rat reproduction studies, an w stilfborn pups, a d n pup
weight, and an increase in pup deaths dunng the first 7 days postpartum occurred blkz' maternal exposure
to 12 mg/k?day (1 5 times the MRHD on a mg/m2 basis) during gestation or 7 5 mg/kg/ y!lal g times the MRHD
on a mg/m¢ basis) during gestation and lactation There was no evidence of developmental neurotoxicity In the
surviving offspring of rats treated with 12 mg/kg/day duning gestaton The no-effect dose for rat pup mortalty
was 5 mg/kg/day (0 6 times the MRHD on a mg/m? basis) Prozac should be used dunng pregnancy only it the
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concomitantty with fluox xetne” Cases of hthium loxn:!ly and increased serotonergic effects have been

reported Lithum level lsshwidbemmomdwhenlhesedmgsmadmmstersdoommmanﬂy

Iup_\m——ﬁve P its ] Proz?‘cd " wnh tryptophan expenenced adverse
o and g 1

— See Contrandication

Other Antidepressants—In two studies, previout sy siableplasmalevelsof imrpvammeanddesupramme

have increased greater than 2 to 10-fold when has been This
maypevsistbrweemksorlmgefanerﬂuoxenneisdsoomnummm medosedkk.ydac

amdepfessaN(TCA)maymisedbbemdwedandplasmaTCAemoemm\s . benqniﬁo;ﬁ;‘a
SIowEﬁninaboanerClnmlPtnmmcology.andDmgsMémboﬁzedby 4501106 under Drug
Interactions). . s
al flects © D tty B lo na Proteing—

tightly bound to plasma protein, administral

bomd»pmn(ag.Counmdin.dignmdn)nmyeeuseashﬂln y g In an
effect Ci eﬂsctsmaymwnmmsﬁaoomemofpmtehboundmmﬁmbym

whﬂybounddmgsmém sation and Siow ical Pharmacology|

Wartarin—Altel m«meﬂm, fudi Vork have been d i
is co-administered with Panemsreeetmgwar!annlhempyshmndmodvewemleoaguaﬁon
g when tine 1S d or
W—MWMMWWMMWMMWMMMECT
and fluoxetine There have been rare reports of 0 p ECT
tremmem.

mlmpairmentoﬂeruhtymem
dietary administration otﬁuonetxmtomtsandnmfomyeamatdosesduptowmd
(appmun;aatsegizando7nm pec ly, the d human

"%‘g , respectively

dose HD]ofBOmgona

M_ungggm—ﬂ andnorﬂuoxehnehavebeenshowntohavenogem(oxncamdsbasedmm
assay, DNA repair assay mouse lymp

P of Fertilty—There 1s no evidence of carcinogenicrly genicity

assays.
assay, andmwvosisterchnmabd

assaymChmesehamsterbons mamow cefls.
Imparment of Fedility—Two fertility s condudedmratsatdosesotupto7sand125nm
(WOQWISMMMRHOmaWMm) d that
ngnancy—ngnancyCaregoryCInembryo-fefaldmopmemstudresmmtsand , there was no

of up to 12.5 and 15 mg/kg/day, respealvety(ISand
d human dose [MRHD] of 80 mg on a mg/m? basis)
However, nmtrepmchmmsmdies,anmeasenshllbompups.adeueasehp\m
an increase in pup deaths during the first 7 days postpartum

to lgmglk day (1 SmnesmsMRHDonamghn?basls)mmnggestanmoﬂ.S mydaytbsmmehnuo
basis) dunng gestabon and lactation There was no evdence of tal neurotoxcity in the
surang offspnng of rats treated with 12 mg/kg/day dunngpgestaﬁon The no-effect dose for rat pup mortality
was 5 mg/kg/day (0 6 times the MRHD on a mg/m? basis) Prozac should be used dunng pregnancy only if the

potential benefit justifies the potentiat nsk to the fetus
Labor and Delivery—The effact of Prozac on labor and delivery in humans s unknown However, because
fluoxetine crosses the placenta and because of the possibility that fluoxetine may have adverse affects on the
nn::(vbom ﬂ‘tesoxenne should be used dunng labor and delivery onfy if the potential benefit justifies the potential

to the fetus

Nursing Mothers— Because Prozac 1s excreted m human milk, nursing while on Prozac is not recommended
In 1 breast mik sample, the concentration of fluoxetine plus norflucxetine was 70 4 ng/mL The concentraton in
the mother's plasma was 295 0 ng/mL No adverse effects on the infant were reported In another case, an infant
nursed by a mother on Prozac crying, sleep disturbance, vormiting, and watery stools The infant's
plasma drug levels were 340 ng/mL of ﬂuoxenne and 208 ng/mL of norfluoxetine on the second day of feeding

of g
36 times, ctively, the

Pediatnc Use— Safety and eff have not been established
Usage n the Eidery— Evaluation of panents over the age of 60 who received Prozac 20 mg daily revsaled
no unusual pattern of adverse events relative to the chinical exp patients Hi , these da

ave tnsufficient to rule out possible age-related differences during chmmc use, paniwlarly n elderly patients who
Y or who are recemving concomitant drugs (see Age under Clinical
Pharmaoology)

—Severaleasesofhyponah'emna (sovmwm\senm sodium lower than 110 mmolL) have
reported. The b when Prozac was discontinued. Ahhotgh ceses
wereoomplaxwmvarymgpossible bologies bly due to the di
anhdiuretic hormone secretion (SIADH) The majonty of these ooourrenoes have been in older nts and n

patients taking diretics or who were oth volume depleted In d, double-blind tnal, 10 of
313 fluoxetine panems and 6 of 320 p P had a of serum sodium below the reference
rangeihls o TheloweslobservedeoncemramnwaleQnundlLThe

Plalelelchoon—Therahavebeenrarsmmsofanefedplateletmnmonandlorabnomalmsumm
i studies in taking fit Ielherehavebemrepons abnormal bleeding in several
paﬁentstalangﬂuoxsﬁne,hismxjear theth had a role
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PROZAC® (Fiuoxetine Hydrochlonde)

PROZAC® (Fluoxetine Hydrochlonde)

ADVERSE REACTIONS Based on expenence i animals, which may not be rel to induced that fail
Muttiple doses of Prozac had been 10 10,782 p with vanous diagnoses m US clinical mals to remit sp sly may respon d to ar L .
as of May 8, 1995 Adverse events were rded by climcal g3 using descrip termtnology of thes In 9ng the p ty of p drug The phy should
own choosing 1t 1s not possible to provide a of control center for P

Consequently,
expenencing adverse events without first grouping simiar types of events into a limited { ( e, reduced) number of
d event

In the tables and tabulations that follow, COSTART Dictionary termunol has been used to classify reporied
adverse events. The stated frequencies represent the proportion of uals who expenenced. at least ence,
a treatrment-emergent adverse event o( the type listed An event was tof it
occurred for the first ime or d while g therapy * fi ! It 1s important to
emphasize that events reported dunng therapy were not necessanty caused byt

The prescnber should be aware that the figures i the tables and tabulations cannot be used to the
mcidence of side effects in the course of usual medical practwe where panent characterishcs and factors
differ from those that prevailed in the chinical tnals q cannot be P with
figures obtained from other chnical nvolving “ uses, and

The
cfted figures, however, do provide the prescnbing physician with some basis for estmating the relatve
contrbution of drug and nondrug factors to the side effect incidence rate i the populaton studied.

mg Chrical Tnals ({excluding data from extensions of tnais)—Table 1
enumerates !he most common events with the use of Prozac (mdence
of at least 5% for Prozac and at least twice thal?ov placebo within at least one of the ) for the

poison of any
numbers?ot certfied poison control centers are listed in the Phys:aans Desk Relemnoa (PDR).
DOSAGE AND ADMINISTRATION

Depression—

om0 rom 20 e 1080 /sy Shudies companng fuore 2040and mgldayJ
moming doses ranging mg to 'day hes eompanng uoxetine 60 to
placebo indicate that 20 mg/day isgsufﬁaem to obtain a most cases

Consequently, a dose of 20 mglday admimistered in the vmmmg,nsreoommendedashemvﬁaldose
A dose increase may be considered after several weeks If no cinical improvement 1s observed Doses above
20 mg/day may be admiristered on a once a day (morrung) or b1 d. schedule (ie, moming and noon) and should
not exceed a maximum dose of 80 mg/day
As with other p the fult o effect may be delayed untit 4 weeks of treatment or
As with many other medications, a lower or less frequent dosage should be used in patients with hepatic
impairment Alcmerotleshequantdmgeshouldalsobeoonsnderedbrmeeldeny(seeUsagemmEderly
underP and for with or on multiple concomitant medicatons und%.;
for renal 1mp. are not routinely necessary (see Liver Disease and Renal Disease

ot depresston, OCD, and bulimia in US controlled cllmcal tnals Table 2

events that occumred 1n 2% or more patients treated with Prozac and with incidence greater than placebo who

participated in US controlled chrical tnals p Prozac with placebo in the of dep , OCD,

g;gullmla Table 2 provides combined data for the pool of studies that are provided sep. ly by indi mn
e 1

TABLE 1
MOST COMMON TREATMENT-EMERGENT ADVERSE EVENTS INCIDENCE IN US DEPRESSION,
OCD, AND BULIMIA PLACEBO-CONTROLLED CLINICAL TRIALS

ry
Cllnlcal Pharmacology and Use |n Pauems with Concomitant Hiness under Precautions)
eaiment—It 15 generally agreed that acute episodes of depression

1 oh erapy Wheth

requnre several momhs or bnger oi ther the dose of antidepressant

needed to Induce remission s identical to the dose needed to maintain and/or sustam euthyrma is unknovm
Systematic evaluation of Prozac has shown that its antidepressant efficacy 1s mamtained for penods of up

38 weeks following 12 weeks of open-label acute treatment (S0 weeks total) at a dose of 20 mg/day (see Cllmcal

I{lals under Cllmcal Phannaeobgy)

P ge of p reporting event obsm]nmglv&me[mamm—ln lhe oonuolled chmcal tnals of fluoxetine sup dor;gs nzfeﬁmnesseo ] m:f ;mavmnumt of
20, 40, or 60 mg of fluoxetine or
. Depression o, 0 Buhmma placebo (see Cimical Thals under Clinical Pha ) in one of those studies, no dose response rehbomhlp
Body System/ Prozac Placebo Prozac Placebo Prozac  Placebo for effectiveness was demonstrated Consequently, a dose of 20 mg/day, n the 9
Adverse Event (N=1728)  (N=975) _ (N=266) (N=89) (N=450)  (N=267) recommended as the nal dose Since there was a suggestion of a dose h
Body as a Whole - effectiveness in the second study, adosemueasemaybeoonslderedaﬂerseveralwseksﬂlnscﬂﬁd«ndmw
Asthenia 9 5 15 1 21 9 mmprovement is observed The full therapeutc effect may be delayed until 5 weeks of treatment or langer
i a 3 i 10 7 ] 3 Doses above 20 mg/day may be admunustered on a once a day (le, morning) or bud schedule (ie, momlng
U syndrome and noon) A dose range of 20 to 60 mg/day 1s recommended, however, doses of up to 80 mg/day have been
Cardiovascular System well tolerated in open studies of OCD The maximum fluoxetine dose should not exceed 80 m
Vasodilatation 3 2 5 - 2 1 As with the use of Prozac in depression, a lower or less frequent dosage should be In patients with
Digestive System hepatic impairment A lower or less frequent dosage should also be considered for tho elderly (ses Usage in the
Elderly under Precautions}, and for pauents with concun'em or on mult
Nausea 21 S 26 13 29 1 Dosage adjustments for renal impa e not see Liver Disease and Renal Disease
Anorexia 11 -2 .. 17 10 8 4 under Clinicat Pham\aoology and Use in Panents with Concomtant Ilrness under Precautions)
Dry mouth 10 7 12 3 9 6 1 NC: nt-—While there are no systematc studies that answer the question of how
Dyspepsia 7 5 10 ry 10 3 long to continue Prozac OCD 1s a chronic condiion and 1t 1s reasonable to consider continuation for a
yspep: responding patient Although the efficacy of Prozac after 13 weeks has not been documented in controlled tnals,
Nervous System patients have been continued in therapy under double-blind conditions for up to an additional 6 months without
insomnia 16 9 28 22 33 13 loss of benefit However, adjustments should be made to mantain the patient on the lowest effective
Anxiety 12 7 14 7 15 9 dosage, and patients should be penodically reassessed to determine the need for treatment
Nervousness 14 9 13 15 11 5 Buhmia Nervosa—
Initral Treatment— in the controlled chnical tnals of fluoxetine supporting its effectiveness in the treatment of
Somnolence 13 6 17 7 13 S bulimia nervosa, patients were administered fixed daily fluoxetine doses of 20 or 60 mg, of placebo (see Chinical
Tremor 10 3 9 1 _ 13 1 Tnals under Chnical Pharmacology) Only the 60 mg dose was to p m
Libwdo decreased 3 - 'T] 2 5 1 reducing the frequency of binge-eating and vomiting Consequently, the recommended dose Is 60 mg/day,
- administered in the morming For some patients it may be advisable to titrate ielf to this target dose over several
Abnormal drearns 1 1 5 2 5 3 days Fluoxetine doses above 60 mg/day have not been sy with bulimia
p y Sy AswmnmuseofProzacmdepressbnar\dOCDa|owerorlsssf(equemdosageshouldbeusedhpaﬁems
Pharyngitis 3 3 1 9 10 5 with hepatic imparment A lower or less frequent dosage should also be ognscderad br the elderly (see Usage
Sinustis 1 2 3 ] s ry n the Eiderly under Precautions), and for patents with concument
x adjustments for renal impairment are not routinely neoessarr see Liver Disease and
Yawn = had Z 7 b 1 el Renal Disease under Chinical Pharmaoolo%' and Use in Patients with Concomitant lilness under Precautions)
Skin and Appendag inten: [{ hile there are no s! slemanc studies that answer the question of how
Sweating 8 3 7 = 8 3 long to continue Prozac, bultmia 1s a chronic 1 15 reasonable to consider continuation for a
Rash r 3 3 3 7y ) responding patient. Anhough the efficacy of Prozac after 16 weeks has not been documented in controlied tnals,
. —— some patients have besn oonhnuedmlherapyu erdoubie—bhnd wndmonslmuptoanmdibonalsrmnms
Urog y without loss of benefit. H p should be p ine the need for contmued
impatence} 2 = = = I — mkmts to a Tricycic Antidepressant (TCA)-
ormmal p - = = a
Abn ojaculationt 7 7 DosageofaTCAmayneed to be reduced, and TCA concentrations may need to be monitored
{Denomnator used was for males only (N= 690 Prozac N=410 placebo N=116 Prozac OCD; N=43 when orhasbeenrecenﬁytﬁsconnrmed(seeomermﬁdepressams
placebo OCD, N=14 Prozac bulimia, N=1 placebo buhmia) under Drug Interactons)
~Incdencs less than 1% Swm:hlnr;%auems to or from a Monoamine Oxidase Inhibrtor

TABLE 2
TREATMENT-EMERGENT ADVERSE EVENTS INCIDENCE IN US DEPRESSION,
OCD, AND BULIMIA PLACEBO-CONTROLLED CLINICAL TRIALS

At least 14 days should elapse between discontinuation of an MAO} and iitiation of therapy with Prozac In
acdd‘ iton, atleast 5 avr::’ezs perhaps )longer should be allowed after stopping Prozac before starting an MAOI (see
recautions)

- Percentage of patients reporiing event

Depression, OCD, and bulimia combined

HOW SUPPLIED
The following products are manutactured by El Lilly and Company for Dista Products Company
Prozac® Puivules®, USP, are available n

”T.Ze 10 mg* Pulvule 1s opaque green and green, mpnnted with DISTA 3104 on the cap and Prozac 10 mg on
body

NDC 0777-3104-02
NDC 0777-3104-07 (PU3104) - Bottles of
NDC 0777-3104-82 (PU3104) - 20 FlexPak"'§ blister cards of 31
The 20 mg* Pulvulelsanopaqusgreencap and off-white body, impnnted with DISTA 3105 on the cap and
Prozac 20 mg on the body"
NDC 0777-3105-30 (PU3105) - Boﬁes of 30
NDC 0777-3105-02 (PU3105) - Bottles of 100
NDC 0777-3105-07 (PU3105) - Botties of 2000
NDC 0777-3105-33 (PU3105) - ggﬂoo&aakﬂstars
NDC 0777-3105-82 (PU3105) - 20 FlexPak™§ blister cards of 31
The 40 mg* Pubvisle 1s an opaque green cap and opaque orange body, impnnted with DISTA 3107 on the cap
and Prozac 40 mg on the body"
NOC 0777-3107-30 (PU3107) - Bottles of 30
quuid Oral Solution 1s available in
20 mg"* per 5 mL with mint flavor
NODC 0777-5120-58 (MS-5120¢) - Bottles of 120 mL
The following products are manufactured and distnbuted by E Lilly and Company
Prozac® Tablets are available m:
The 10 mg* tablet s green, elliptical shaped, and scored, with PROZAC 10 debossed on opposite sxde of
score

PU3104) - Bottles of 100

NDC 0002-4006-30 (TA4006) - Botties of 30
NDC 0002-4006-02 (TA4006) - Bottles of 100

Store at controlied room temperature, 59° to 86°F (15° to 30°C)
ANIMAL TOXICOLOGY

Body System/ Prozac Placebo
Adverse Event® (N=2444) {N=1331)
Body as a Whole
Headache 21 20
Asthemia 12 [
Flu syndrome 5 4
Fever 2 1 -~
[ Al
Vi 3 1
F tion 2 1
Digestive Sy -
Nausea i 23 10
Diarrhea - 12 8
Anorexia 1 3
Dry mouth 10 7
—_Dyspepsia ] 8 5
Flatuk = 3 2
9 - 3 2
M and Nutritional Disord:
Waeight loss 2 1
Nervous System
20 "
Anxiety 13 8
Nervousness 13 9
Somnolence _ 13 6
Di 10 7
Tremor 10 3
Libdo d d 4 -
piratory Sy
Pharyngiis 5 4
Yawn - 3 -
Skin and Appendag
S = 8 3
Rash 4 3
Pruntus 3 2
Abnormat vision - 3 1

*Included are events reported lg at leasl 2% of patients taking Prozac, except the bllowmq events which had an incdence on
p(aoebo 2 Prozac {depression OCI pam

suicdal disorder, mfection,
myalgna pain paresthesia rhunis, Snusttus lhmkmg abnormal
-incidence less than 1%
Assocrated with Discontinuation in US PlaceboConllolled Chncal Trials (exciuding data from exiens:ons of
trials)—Table 3 lists the adverse events associated with d: of Prozac {incid at least
twice that for placebo and at least 1% for Prozac in clinical tnials collecting only a primary event associated with

Phospholipids are d in some tissues of mice, rats, and dogs given fluoxetine chronically. This effect
Phospholipid accu: observed

is ble after of accumuiation in animais has been
with many cationic hific drugs, including p and The significance of this
effect in humans 1s unknown.

Rx only




L) 2

‘E Spec—lai —S-enses

{ Abnormal wision 3 1
nmudmmmwmmmmnadmm
pheeboszm(Wo(% and bukmia. pain, iryury, back pam, chest
pain, (mdudessuudal o ga: . inflection,
S esdonce ass han 1

A d with D t mUSPlaoabo—ConIrolledChmcalTnals fuding data from of
trials)—Table 3 fists the events of Prozac at least
twbehatforplaceboandaﬂeast1%brProzacmdmulmascol|ectmgonlyapnmryevemassoaaladwﬂh

) in dep , OCD, and bulmia.

TABLE
MOST COMMON ADVERSE EVENTS ASSOCIKTED WITH DISCONTINUATION IN
US DEPRESSION, OCD, AND BULIMIA PLACEBO-CONTROLLED CLINICAL TRIALS

Depression, OCD, and
bulimia combined Demon ocD Butimia
(N=1108) ) {N=266) {N=450)
- - Anxiety (2%) -
Insomnia (1%) - - Insomnia (2%)
- Nervousness (1%) - -
- - Rash (1%} -

Other Events Observed In All US Clinical Tnals— Following is a hist of all treatment-emergent adverse events
reported at aanﬁo ime by individuals taking fluoxetine in US cliical tnals (10,782 patients) except g& thase isted
tnotes of Tables 1 or 2 above or elsewhere in labeling; (2) those for which the COSTART terms

were unind tive of misleading, (3) those events for which a causal relationship to Prozac use was considered

remote, and (4) events occurring in only 1 patent treated with Prozac and did not have a substantiat
probabiity of being acutely life-threatening
Events are classified within body system usny folt Oy events

are defined as those occuming on 1 of more occasions In at%east 1/100 pabents mfrequent adverse events are
those occul n 1/100 to 1/1,000 patients, rareevemsaremoseoowrruxglnlessmanllloooPanents

Body as & —Frequenb chills, infrequent. chi|ls and tever edema, intenbonal overdose, malaise,
pelvnc pamn, suaode attermt; Y acute, hyp nury, lep
g [ gt hypertensaon Infraquent na pectons armylhmia,
oongeswe heart failure, hyp g Y sl
vascular headache, Rars atnal fib brady mb |
a extrasya heananesi,heanﬁodrpabor ;' 'J",,,.“ .shod(,
Rbtabon i
Digestive Sy Freq d app nausea and g, Infreq trty
cholels . coliis, dysphagy n, esophagits, g glossms gum hemormhage,
hyp rhydna, d sakh hver function tests abnormal, melena mouth ulceration,
A jdharrh ulcer, thirst, Rare bikary pamn, bloody charrhea, cholecyshtls
duodenal uloar smsnns esophageal uicer, fecal incontinence,
h of colon, hep intestinal obstmcuon. hver fatty depost, pancreatits, pepnc ulcer, rectal
hemonhage, salivary gland er wh tongue edema

Endocrine Sys(em—-lnlrequent hypothyrmd:sm Rare diab Ml
Hemic and Lymphatic System—/nfrequent anemia, ecchymosis, Rare blood dyscrasia, hypochromic
anemia, leukopenia, lymphedema, lymphocylosis, peledua purpura, lhrombocym.;mna thrombocytopena
Metabolic and Nutritional —Frequent: weight edema,
hypercholesteremua hyperhpemua hypokalemoa penpheral edema, Rare alcohol intolerance, alkaline
BUN d, creatine phosphokinase mcreased, hyperkalenua, hyperuncerma,
hypocalcemra Iron defnclency anemia, SGPT increased
q arthris, bone pain, bursms, leg cramps tenosynovitis, Rare
anhrosts h dy ,‘,_ yasthema, myopathy, my 3 y , theumatord arthnitis
Nervous S Fi t h labdrty sleep disorder, Infrequent
abnormalgan acute bram syndrome akathlsla apamy. ataxa, buocogtossal syndrome, CNS depression, CNS
stimulation, dep yp hypertona, "Ypeslhesaa,

disordert, psychosis, vemgo, Flare abnormal ek ephal g ant | c
paresthesia, coma, delusions, dysarthna, dystonia, extrap dal synd foot drop, hyperesthesia, neurits,
paralysis, , stupor

R Infre t asthma, eptslaxns hiccup, hyperventiaton, Rare apnea, atelectasis,
cough decreased emphysema hemoptysis, hypoventilation, hypoxia, larynx edema, lung edema,

Skin and A Infrequent: acne, alop contact dermatitis, eczema, maculopapular rash, skin
di slan ulcer, fob ss rash, Hare furunculosts, herpes zoster, hirsutism, petechial rash,
rash, vash, seborhea

SpeclalSane-—FraquenLearpam taste perversion, tinnitus, Jnfn junctivitis, dry eyes,
p exophthalmos, eye rthage, gl by
s, p: p c taste loss, visual field defect.

Ui | § unnary fi abortion®, albuminuna, amenorrhea®,
anorgasrma breast enlargsmem breast pain, cystms dysuna temale , fibrocystic breast®, hematunia,
A , noctuna, poly \, unnary i unnary retention, unnary

rgency vaglnal hemorhage*®, Rare breast g gly a, hyp *, kudney pain, oliguna,
priap , utenne h rthage* , utenne fibrods enlarged"

WMBMWSTAWWUWWMWWW\W

* Adjusted for gender

Postintroduction Reports—Voluntary reports of ach avents d with Prozac that have
been rscerved since market introduction and that may have no causal reIatlonshlp with Ihe drug include the

aplastic anemia, atnal fiballabon, cerebral . dyskinesia
(lndudlng, for example, a case of buecsl—llng |
reported to devsloplnaﬂyear-ddbmaleaﬂerSweeksol‘uwtsbnememwandehmwMymsdved
over the next few months K g drug d p
heart amsst. hepauc tarlure/t is, hyp

immune-related hemolytic anemia, myhil d ‘,. ginp
riskbcm'sindudngMamatedwmstMsvemsam ol disord
fike events, pancreatits, pamytmnﬂ Qr
pmlonganon Stevens~Johnson sudden th, suicidal Ideaﬁon mrombocympenla
rombocytopenic purpura, vaginal bieeding after drug withdrawal,-and violent behaviors.

DRUG ABUSE AND DEPENDENCE
CormvlledSubsmnoeClas—-szaclsnotaeomoned
Physical and P: .rozachasnotbeensystamaﬁmnystudied,manhajsor

hunmbrn(spotsmalkxabwa tolerance, of o the

physncal .
e:q)edermwnhszscdidnotravealany for a withdrawal dmgseehngBeMvior,
these observations we! qu&mmmwmmmmdmm
meexlemmwhidvaONSadwedrugwrﬂbemm;seddwened abusedowemarkeked
phy should ofdmgabuse loilmvsudrpabentsclosely
mhmo‘mlmeormmMPmm(eg, . of

) OVERDOSAGE
Human Te of December 1987, there were 2 deaths among approximal reponso(acme
andlor "‘&.e

overdose ﬁwmmeMQra!omormcombma:'onmmmrdm@

death i 3dm£ bllowa'hnmno.!%nm_,mrmmﬂm,
110mgchodem1 tsmaxam,
Onamherpewummponediy\ 1 cperi d 2 that remitted
absorbed have been less duo (oo o > ‘The o
may tovom:tmg. R .
dmg g were p iving higher doses. Other prominent

of agrtation, and other signs of CNS excitation Except
for the 2 deaths noted above, anodmoverdosecasesmcwemdwﬂunmdua.
Since ntroduction, reports of death of fh Mhmbeen%
Anmmnal Studhes in donotprw'depreaseorneeessamyvaﬁdinb the
treatment of human overdose Hi amimal can provide useful

Themalnmdianmdosemmlsandmmwasbummbeﬁzmzwmwkgmﬁvsry Acute hugh oral
doses produced hypenrmabtmy and convmsnons in several arumal Species. .
Among 6 dogs p d with oral fi 5 exp g'and mal S
immediately upon the bolus ofa rd of di in i sﬁon
term study, Melmneaplasmacmcemahmalwmarawmmmadwasmrymmemanm
seen m taking 80
srngle—dosesmdymeE dogs high doses did not reveal thon of the PR,
ORS 013 T intervals Tac %b"“:d were observed uently, the value
of the ECG in predicting card:ac tmumy s unknown Nonetheless, the ECG should ordinarly be mortored in
cases ot human ( Manag: of On
of Overdose—Tr should consist of those general measures employed in the
managernent of overdosage with any antldepressam
Ensure an adk te airway, oxy and I Monttor cardiac rhythm and vital signs General
‘supportive ai wn%mmhc measures are also recommended Inducton of emesis 15 not recommended
Gastric lavage a large-bore orogastnc tube with appropriate airway protection, f needed, may be indicated
if performed soon after ingestion, or in symptomatic patents
Activated charenal chiid ho adminictared Mhin tn the bnenn b s af b cocb b am afob o a0 = &
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pres

ints, p , sclers, b taste loss, visual field defect
ital S Frequent unnary frequency, Infrequent abortion®, albuminuna, amenorrhea®,

i) y
g , breast enlarg 1, breast pain, cystitis, dysuna, female lactation”, ﬁbrocysnc breast’, hematuna
leukorrhea®, rrhagia®, polyuna, unnary , unnary
o vaginal hag , Rare. breast engorgement, glycosuna, hypomenormea lodney pan, olxguna.
*, utenne uterme fibrords entarged*.

f&mm.mwmmmmmmmwmwmm
'Aciustadbrgendsv

y reports of adh events 1) d with Prozac that have
MWWMMMMMMMmeMMMMMWN
bﬂwcwaplashc anemia, atnal fib i
(wuding. example, a case of buccaHi i

devebpmaﬂ-year—o;l\:naleanemmksoi uoxenr\emefapyandvm:d\mpletetymlved

over the next few X lysis, erythema
hean’amsst, hepabc‘)_' J 3 yperp
mu\e-mlamdhemolymanaua.%ydmy ping m with
nsk factors including drugs associal tsdwﬁrsuehevmand g of p 90 disord
ep g Y ne-like events, p pancy b Qr
prok , Stevens-Joh ! sudden © &mmudaldeaummmnbomopmm.
bocylopenc purpura, vaginal bieeding after drug and violent b

DRUG ABUSE AND DEPENDENCE
Controlied a;%lbshnce Class—Pmuc isnota eontruﬂ;:s substance. tcally o
Physical TOZac not been systemal studied, in animals or
hmnans,brnspotonﬁalbrabuse L While the premarketing clinical
expenence with Prozac did not reveat any tendency for a withdrawal syndrome of any drug seeking behavior,
these observations were not systematic and & 1s not possible topredictmmebasiswnedexpenm

the extent to which a CNS » drug will be misused, diverted, and/or abused Consequently,
physici should ful brhvstoryotdrugabuseandb“cmwchpaﬁentsdosely
membrsugnsofmsuseoramseomemc(eg. of 3
drug- ing behavior)
OVERDOSAGE

Human Experience—As of December 1987, there were 2 deaths among approximately 38 reports of acute

ovefdpsewnﬂ\ﬂwxenne,emerabneormwnbmaﬂonwmmerdmgs amﬂoraloohol death involved a
d dose with app 1,800 of fi and an oimaproﬁﬁne

Plasma i ine and wem457mg/Land41smglL,respactwely second

M%mmbmaad:ugymmmmswntmumasbnm fluoxetine, 193 mglL; norfluoxetine,

1.1

One other hemwhoreponedyﬁod(:%OOOmggﬂuoxeMe( expenancengrandmalselzumlmmﬁeg

drug absorbed may have been iess due to vomiting.
) ',,werer i in d "hngher doses Other prominent
of ok h and other signs of CNS excitation Except
for the 2 deaths noted above, all other overdose cases recovered without residua
Since introduction, reports of death attnbuted to overdosage of fluoxetine alone have been
Animal do not provide precise or necessanly valid iformation the
treatment of human overdose However animal expenments can provide useful msights into possible treatment
strategies
The oral median lethal dose in rats and mice was 1ound to be 452 and 248 mg/kg respectively Acute high oral
doses produced hyperuTitability and convuisions in several animal species
Among 6 dogs purposely overdosed with oral fluoxetine, 5 expenenced grand mal seizures Seizures stopped

immediately upon the bolus ir uS ofa y dose of ¢ in ths short
term study, the lowest plasma concentration at which a seizure occurred was only twice the maximum plasma
N seen in taking 80 mg/day, chronically

Ina segaraie single-dose study, the ECG of dogs given high doses did not reveal &r)olongatlon of the PR,
QRS, T intervals Tachycardia and an increase in blood pressure were observed sequently, the value
of the ECG n predicting cardiac toxicity 1s unknown Nonetheless, the ECG should ordinanly be monitored in

cases of human overdose (see Management of Overdose)
of On it should consist of those g | ployed in the
management of overdosage with any
Ensure an deq alrway, oxygs ), and ventiiation Momtor cardiac thythm and wvital signs General
supportive and are also Idudsonolemssnsnsnoirseommetﬂed
Gastric lavage with a large-bore with ap airway p 1 may be mdicated
|I d s00n aner , of M symptomatic pabems
| should be Due to the large volume of distnbution of this drug, forced diuresis,
dlalyss and ge transfi are unhkely to be of benefit No spectfic antidotes for
fluaxetine are known
A fic cauton i who are 'akln or have recently taken fluoxetine and might ingest
ofatncydnc p a case, accumulation of the parent tricyche and/or an
bol the and extend the tme needed for

may 1
dose medical observation (see Other Anhdepressams under Precauhons)
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